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o]^^ c;^^-(i-)-<^^S.t\^^ {Process for the 

preparation of S-(-)-amrodipine by use of L-(+)-tartrate} 

£ 1^ S-(-)-"a-S.tq:^-€flp]-L-B}-sBsflolH-DMSO-§-olj^l-^ NMR 
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^fl^ ^>^:=^1<^1j1. R-(+)-ol>^:i5s|l3E o}n^^ ^^^^^^ 

<5> [J.E. Arrowsmith ^, J. Med. Chem. (1986) 29 1969] <>fl^ t^^V^iBIIbII^p^-^^ 

o}:^]^ <^^l^E. Ib^ ^E^ofl ^3.1=1^^ 27>;^1 ol-^^^ifl^- ^e|«Vfe ^^<^1 7l;ifl 
5|<H Slui, >ll A331315:£[J.E. Arrowsmith] Ic «^ -tlSvlTa^ a>^-S)- 

"^fe 1}-^<^1 7l;^lls|<H SX"^. [S. Goldman ^. J. Med. Chem. (1992) 35 334] 

^^1^, -^^l ^-^^J: 10-0188980[iii:4:ii e)-<^l^^. PCT/EP 

1995/00847] <^lfe B)-5.e^-sA]-6|] ^ ^.^^ <a-S.i=1^^ 0]^^^^]^ ^sl^S} 

<6> S^^-i^ 1 
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<7> 




H3C02C 



HaC^ 

(a) R=CH2CH3,X=NH2 

(b) R = CH2CH(OCH3)Ph,X = N3 

(Q R=H,X=N3 

(d) R = CH2CH3, X = (lS>^5^ic^ o}v\ ic 

tb^ ^^^S 10-0188980 s)e^ el-<^liL^i, PCT/EP 1995/ 00847] 
^ ^<^l^m, 7>^ol ji7>oi d-(-)-eVse^-sA}.o.s. S-(-)-^ 

^^l^l Hl^grH il:'^ L-(+)-B]-SE^.SA}-^ O]^^}'^ '^^S.X^^^ S 
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B]-sB]-HA):^ -a-S-Cl^ 1#^ ej= 0.50 ~ 0.551-^ ^>-§-^^. '^V^^fe 

^S^r]^ -^el««7l(Free base)^ 5«fl^ DMSO mLl- >»>>-§-«1-c>^ L-(+)-Bl-sBf saj-jij. ^ 

-§-^17!^, ^3-^^^^ (R)-(+)-^S.c1:^-«i|lPl-L-EVsB.5llolH-DMS0 -g-t'fl^l-ol o] 

^^^1-7)1 ^^^B|» <^l-§-*H DMSO ^^<^] CH2Cl2» 

A>-g-t!- DMSO«y=^ l~2Bfl# ^JL SL^X\^ ^m^^ Tl^cf. 

DMSO<^^^ CH2Cl2^ •&t-§-'^fl#«^'H ^^^^ (S)-(-)-^St=1^-^ti1 

-g- (R)-(+)-^Si:q4a-^t3l-L-E}SB]-sXV c^3i\- (S)-(-)-"a-S.Ti|:S-^ 

Pl-L-Ej-SBj-sAj: DMSO -g-^^^flA-l ^^s. ^V^l» o]-g.^ ^0]^).. 7]^^ 

i>fl^<^ <^^-i- ol-g-th (S)-(-)-'?}-S.i::1^-«i|ltil-L-Bl-SH}.2><V e.e 
^ iS)-^ Free base^ ^-i- ^7} ^^o_v^, tfl^ D-(-)-e|:Sb].sX1.^ ^l^Slj-c^ 

S-(-)-'a-S.T^^-Sfli:'l-D-Bl-HBVeA> 3E:?i':'ilA-1 ;i^0.s ^fe 7H^*1-^ 

(R,S)-^S.i=1^ gram 5ufl <^l*>sl ml DMSO-g-^-^l-H ^#€^1^ ^}^<^ 
'^V-S-^Vfe DMSO -g-ffl-l- Free Base Ig^ 5mL ^ wj^S. A>-g-^l-o^ ^-§-^1^ 
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DMSO -g-^^^ 1~2bH CH2Cl2-i- '^^<^>H 51^a] ?! s.s.-i^ 

■§-^^^l>^i 7>^^H ^^i-^l 'S^^^ ^^<^A-1 iiiL^^ :f o^uzf^V 

<^ (S)-(-)-<a-S.cl^-€i|li3l-L-E}-eE].sX|. ^BJ1# <^^^ o] 

^^-tlrM-S.#4 <g7lS. (S)-^ Free Base* 



<15> ^-1-^ 1 
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<16> 

®,S)-^Stl^ > > > 

DMSO (ca. 5«1|) 

c^«q > s-(-)-^ai^=a=«iln1-L-B}-sEi!j|olS-DMSO-8-'41^ > 

1 ~ 2bB MeOH 
CH2CI2 

NaHCOs qSE)^oflAlE. 

S-(-)-^SCl«- «l|n]-L-el-aH5^olB-'^^^ > S-(-)-^ScJ^ > 

CHzCfe MeOH 

s-(-)-'a-s.ci:a MsEimo]H 



<17> -g: -i^HIS. ^lAlttcf. 



<18> jasco DIP-1000 ^S. 



<19> ^^]<^ 1 



<2i> DMSO 25 mL^<^^^ M^^^^ (.R.S)-'^S.^^ 10g(24.46inmole)Sl dMSO 25 mL 

L-(+)-Bl-=B)-3A]: 1.872 g(0.51# ^7>«>5l^. 5* o]^<^ ^^o] 

71-sl-ai ^<i1:5l DMSO o^^<^ Cai2Cl2 50-60 mL-ir ^oL -g^'^^i 40hr ^^^^^ ^ 
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-DMSO-§-Tifl^#, S ^^t!:^ '^l ^-a-l:^ 25 mL«^l ^Jl %^*V<^ 

. JL>S-1:^ <^^^1?^ ^^*>:51 sot: :5l^^<=>fl>H ^2:^17!^ ul^l-(S-(-)-'g-S. 

t:1^-^T3l-L-B)-sH^(l<>lH 4.92 g, £ 2)^ CH2CI2 U iiL<^ ^^^^ 

A^"^^ 2N NaHCOa (aq) 44 mL^ 20^ S^^m ^ ■fr7l-§-^^^ #1^^ 

^^^S. 2:^ 4^tb^ -B-7lf'* ^^*><^ SEfe ^-^1-^* n-hexane/EtOAc 

=2/1 A>-g-^r|-o^ ^01^ ^z^-«V<=i JL^l-^ <=^^«>«=^ T^^*>3.. 

50 1: ^^^<^>H €<^> :?i2:>«'l5^ S-(-)-"a-S^^ 3.45g ( 69 'S^^. 

<22> : 69% 

<23> -s-^ : 108 ~ not; 

<24>lH-NMR (a)30D) : 7.03~7.41(ni, 4H), 5.39(s. IH), 4.67(gq, 2H), 
<25> 3.98~4.06(m, 2H), 3.55~3.58(t, 2H), 3.57(s, 3H) 

<26> 2.86(m, 2H), 2.33(s, 3H), 1.15(t, 3H) 

[alo^s = -31.2(c=l, MeOH) 
<28> 711: HPLC : 97.9% ee 
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<29> ^ ^igcq 1^^^ ^^d^ ^mc^ L-i+y^^^B.^-^ 0]-%-^^ ^S-cl 
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11 

^ ^#Al7l3L 6] ^^^S. ^5l«H S-(-)-«9-S.r1^-^Pl-L-Bl-s^?^lolH ^ 

^1-^ "Sul <:>1» '^71/ CH2CI2 S S-C-^-^^t^^^ ^J-'S. 



^1 l^M $X'=>]^^. (R,S)-<a-Sc1^ ^ 0.5 ~ 0.55ufls^ L-(+)-BV3Bl- 



^1 1*J-<^1 ^<H^-1. '^'^^^ DMSO<a=^ 1-21311^ Piim^#S.5l-ol^» 7Vs-m «<J-^. 



^1 i%«^ $X^^^. *S7ls.A-i ^^1-, ^ 



21 



31 



[^^•^ 41 
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